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Presilphiperfolanols (also known as prebotrydials) are members of a family of natural
products that are important biosynthetic precursors to diverse sesquiterpenoids (Figure
1).[i, ii, iii, iv] To date, four members of the group have been isolated: presilphiperfolan-1-ol
(1),[v] 9-epi-presilphiperfolan-1-o l (2),[vi] presilphiperfolan-8-ol (3),[ii] and
presilphiperfolan-9-ol (4),[vii] with 1 and 2 being the most recently disclosed (Figure 1A).
The original proposal for the biosynthesis of the presilphiperfolane core and its
rearrangement to related sesquiterpenes was reported independently by Bohlmann[i, ii] and
Hanson.[iiia] Subsequent studies by multiple research groups [iiib, iv, viii, ix] have provided
further insight into this biosynthetic pathway. Farnesyl pyrophosphate (FPP) is commonly
believed to undergo enzyme-catalyzed cyclization to caryophyllenyl cation 6,[ix] which
undergoes further rearrangements to the C(9)- and C(8)-presilphiperfolanyl cations 7 and 8
(Figure 1B). Hydration of these cations affords the natural products 3 and 4 as single
stereoisomers. To date, existing biosynthetic proposals have not accounted for the formation
of 1 and 2, which possess an unusual C(9)-epimeric relationship. Neither 3 nor 4 have
known naturally occurring epimers. From the tricyclic cation 8, further C-C bond migrations
can lead to diverse sesquiterpenoid natural products (Figure 1C).[i-iv] In addition to their
central biosynthetic role, the presilphiperfolanols possess antimycobacterial properties (e.g.,
2)[x] and insect antifeedant properties (e.g., 4).[xi] Furthermore, unnatural presilphiperfolane
analogs have demonstrated antifungal activity.[xii]
Although the presilphiperfolanols have garnered broad scientific interest in the natural
product,[xiii] biosynthesis,[iii, ix, xii, xiv, xv] organic synthesis,[xvi, xvii] computation,[viii] and
fragrance[viia, xvi, xviii] literature since their discovery, they have proven to be challenging
targets for total synthesis. To date, only (±)-presilphiperfolan-9-ol (4) has been prepared by
total synthesis,[xvi] and no asymmetric routes toward any of the presilphiperfolanols have
been reported. Within this context, our group became interested in developing an
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enantioselective synthesis to enable further exploration of their biosynthetic relationships
and biological activity.
The structurally complex presilphiperfolanols are distinguished by their rare, compact
tricyclic terpenoid core, which bears five contiguous stereocenters, two all-carbon
quaternary centers, and a tertiary alcohol (Figure 1A). In addition to these readily apparent
structural features, considerable ring strain is built into the tricyclic system,[ivc, xix] allowing
these compounds to undergo thermodynamically favorable skeletal rearrangements leading
to numerous terpenes (Figure 1C).[i-iv] Our goal was to develop an efficient and general
asymmetric route to access various members of the presilphiperfolanol family. In this
communication, we describe the first asymmetric total syntheses of the reported structures of
presilphiperfolanols 1 and 2. Our investigation has confirmed the structure of 2 and
prompted us to reassign the structure of 1. Finally, in the context of this reassignment, we
propose a new biosynthetic route to account for our observations.
Retrosynthetic analysis suggested that tricycle 9 could serve as an intermediate for the
divergent synthesis of several members of the family (Figure 2). Two of the three rings
could be forged simultaneously in an intramolecular [4+2] cycloaddition (via 10), thereby
avoiding a more conventional sequential annulation strategy. Monocyclic precursor 11 could
be prepared from an α-quaternary vinylogous ester 12 by a two-carbon ring contraction. The
strategic application of our recently reported methodology for the synthesis of γ-quaternary
acylcyclopentenes and α-quaternary vinylogous esters would provide a solid starting point
for our synthesis.[xx]
Our synthetic efforts began with acylation/alkylation of commercial 3-
isobutoxycycloheptenone 14 using isoprenol-derived carbamate 15[xxi, xxii] and methyl
iodide under basic conditions (Scheme 1). This improved protocol enabled efficient access
to β-ketoester 13 in a single synthetic operation and avoided employing the corresponding
cyanoformate.[xxiii] With our desired functionality installed, we were poised to evaluate our
asymmetric Pd-catalyzed decarboxylative alkylation[xx, xxiv] on this novel substrate type
containing a 2-vinyl allyl fragment. To our delight, treatment of β-ketoester 13 with catalytic
Pd2(pmdba) and (S)-t-Bu3PHOX[xxv, xxvi] in toluene proceeded smoothly on 10 g scale,
affording isoprenylated vinylogous ester 12 in 91% yield and 95% ee.[xxvii, xxviii]
Subsequent LiAlH4 reduction afforded an intermediate β-hydroxyketone, which underwent
a base-mediated two-carbon ring contraction to provide multigram quantities of
acylcyclopentene 11 in 92% yield over two steps.[xx] After straightforward silyl dienol ether
formation, we were able to examine our bicyclization strategy (via 10a: R = OTBS, R’ =
CH2). The intramolecular Diels-Alder (IMDA) reaction[xxix] proceeded efficiently with
microwave irradiation despite the lack of an activated dienophile,[xxx] affording tricycle 16
in 80% yield as a single diastereomer. The cis relationship of the C(7) and C(8) hydrogens
was determined by NOESY experiments on cycloadduct 16. Unfortunately, in order to
proceed toward targets 1 and 2, a trans relationship was required.
With a general and concise strategy to the tricyclic core, we next pursued the installation of
the naturally-occurring substituents and stereochemistry present in the strained
presilphiperfolanols. Our revised strategy aimed to install of the gem-dimethyl group at an
earlier stage to potentially improve IMDA diastereoselectivity toward the desired trans
product (via acylcyclopentene 17, Scheme 2). Inspection of the possible IMDA transition
states of the silyl dienol ether 10b suggested that nonbonding interactions from the C(6)-
steric bulk could help favor the desired C(7)-stereochemistry (Scheme 2B).[xxxi] In TS-A,
the steric elements would be oriented away from the bond-forming centers while
cycloaddition via TS-B could only proceed with severe steric clash between the
cyclopentene ring and the gem-dimethyl functionality. Additionally, the new gem-dimethyl
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groups should decrease the C(5)-C(6)-C(7) bond angle while also providing greater
conformational bias[xxxii] for the desired cyclization with this uncommon IMDA substrate
type.[xxxiii]
Our efforts toward this end commenced with a regioselective 1,4-hydroboration/oxidation of
the sterically hindered 2-substituted 1,3-diene 18 after carbonyl protection of 11 (Scheme
2A). While Pd,[xxxiva] Fe,[xxxivb] and Ni[xxxivc,d] catalysts are known to effect this
transformation, literature precedent suggested that the regioselective formation of linear
product 19a would be most favorable with iron catalysis. To our surprise, the Ritter
FeCl2(py-imine) catalyst system provided a disappointing 1.1:1 ratio of linear:branched
products.[xxxivb, xxxv] Investigation of Suzuki-Miyaura conditions with Pd(PPh3)4 and
HBPin did not provide any reactivity[xxxiva, xxxv]. Finally, we turned to Morken’s Ni(cod)2/
PCy3 catalyst system.[xxxivc, xxxv] Gratifyingly, we were able to obtain the separable allylic
alcohols 19a and 19b in 81% combined yield in a 3.5:1 ratio (linear:branched) on multigram
scale with 5 mol % catalyst loading. Doubling the catalyst loading led to a decrease in
reaction time and a small improvement to 88% combined yield. To our knowledge, this is
the first application of a regioselective metal-catalyzed 1,4-hydroboration in total synthesis.
Subsequent phosphorylation and regioselective Cu-catalyzed allylic substitution[xxxvi]
provided the requisite gem-dimethyl acylcyclopentene 17 in 80% yield over two steps
(Scheme 2B). After silyl dienol ether formation, the IMDA bicyclization proceeded
smoothly under thermal or microwave-assisted conditions to provide a mixture of
inseparable diastereomers 20a and 20b. A highly diastereoselective Rubottom oxidation of
these products with DMDO[xxxvii] provided α-hydroxyketones 21a and 21b in a 1:2 ratio as
determined by 1H NMR. Chromatographic separation gave 21a in 27% yield and 21b in
61% yield over three steps. The structure of tricycle 21b was confirmed by single-crystal X-
ray analysis.[xxxviii]
With α-hydroxyketone 21a in hand, Wittig methylenation proceeded efficiently to give
allylic alcohol 22 in 90% yield (Scheme 3). While PtO2-catalyzed hydrogenation of olefin
22 afforded a separable mixture of targets 1 and 2, a diastereoselective synthesis of both
target molecules could also be achieved. Tertiary alcohol-directed hydrogenation with
Crabtree’s catalyst[xxxix] produced the reported structure of presilphiperfolan-1-ol (1) in
92% yield and the structure was verified by single-crystal X-ray diffraction.[xxxviii]
Alternatively, efficient formation of the reported structure of 9-epi-presilphiperfolan-1-ol (2)
was accomplished in 88% yield over three steps by silylation[xl] of tertiary allylic alcohol 22
followed by PtO2-catalyzed hydrogenation and desilylation with TBAF.
Upon completing the synthesis of 1 and 2, we compared our spectral data with the reported
data for the isolated compounds. Although the 1H and 13C spectra of synthetic 9-epi-
presilphiperfolan-1-ol (2) were in excellent agreement with reported data, the spectra for
synthetic presilphiperfolan-1-ol (1) clearly were not.[xxxv] In particular, the C(15) methyl
hydrogens of synthetic 1 showed a 1H NMR resonance at δ 0.94 ppm compared the
corresponding resonance of reported 1[v] at δ 0.89 ppm. From the work of Joseph-Nathan
and Leitão, the structure of reported 9-epi-presilphiperfolan-1-ol (2) was unambiguously
established by X-ray crystallography.[vib] The structure of reported presilphiperfolan-1-ol
(1) isolated by König was assigned based on NMR data.[v, xli, xlii] Overall, the spectral data
of reported 1 more closely matches synthetic and reported 2[via] than synthetic 1.
Given the significant discrepancy between our data and König’s data for 1, we sought to
rationalize the formation of both 1 and 2 in the context of proposed mechanisms for
presilphiperfolanol biosynthesis.[i-iv, viii] While no proposals for the formation of 1 and 2
have been published, it is reasonable that presilphiperfolanols 1–4 are commonly derived
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from caryophyllenyl cation 6 (Figure 1B). Upon rearrangement to C(9)-presilphiperfolanyl
cation 7, a divergent pathway can be envisioned (Figure 3). A simple 1,2-syn hydride
migration to tertiary C(1)-cation 23 followed by hydration leads to 9-epi-
presilphiperfolan-1-ol (2) w i t h 9β-methyl stereochemistry without invoking the
intermediacy of unfavorable secondary carbocations.[viii] In contrast to this pathway, the
formation o f 9α-methyl-oriented presilphiperfolan-1-ol (1) seems unlikely since there is no
obvious pathway from C(9)-cation 7 to C(1)-cation 24. Based on our NMR spectral data, X-
ray crystal structure for 2, and new biosynthetic proposals, we believe the reported structure
of natural presilphiperfolan-1-ol (1) is misassigned at C(9) and most likely is not a natural
product. The nearly identical chemical shifts of reported 1 and 2 (1H and 13C NMR) suggest
that the true structure of presilphiperfolan-1-ol (1) may actually be the same as 9-epi-
presilphiperfolan-1-ol (2) with the 9β-methyl configuration (Figure 3). Since the
reassignment can potentially lead to confusion, we suggest that the natural product structure
represented by 2 be referred to as presilphiperfolan-1-ol or the more descriptive name 9β-
presilphiperfolan-1α-ol in the future discussions.
In summary, the first total syntheses of the reported structures of presilphiperfolanols 1 and
2 have been achieved in 13-15 steps and 7.9-8.6% overall yield from commercially available
vinylogous ester 14. This work constitutes the first asymmetric total synthesis of any
member of the presilphiperfolanol family. In addition to demonstrating the synthetic utility
of functionality-rich acylcyclopentenes 11 and 17 generated from our Pd-catalyzed allylic
alkylation/ring contraction methodology, we exploited a range of methods to concisely
construct the fully substituted carbocyclic core of our targets. Analysis of spectral data and
evaluation of likely presilphiperfolanol biosynthetic pathways prompted us to reassign the
structure of reported 1 to 2. Our synthetic route provides access to 1, 2, and synthetic
analogs, enabling investigation of their biological activity. Extension of the synthetic
strategy to the remaining members of the family, investigations of the biosynthetic pathway,
and biomimetic rearrangement to other natural products are currently in progress.
Supplementary Material
Refer to Web version on PubMed Central for supplementary material.
Acknowledgments
The authors wish to thank NIH-NIGMS (R01M080269-01), Roche, Abbott Laboratories, Amgen, Boehringer
Ingelheim, the Gordon and Betty Moore Foundation, and Caltech for awards and financial support. Prof. Suzana G.
Leitão (Universidade Federale do Rio de Janeiro) generously provided NMR spectra for natural 2. Dr. Lawrence
Henling is gratefully acknowledged for X-ray crystallographic structure determination. The Bruker KAPPA
APEXII X-ray diffractometer used in this study was purchased via an NSF CRIF:MU award to Caltech
(CHE-0639094). Prof. Sarah Reisman, Dr. Scott Virgil, Dr. Douglas C. Behenna, Robert J. Ely and Fang Gao
(Boston College), and Jessica Y. Wu (Harvard University) are acknowledged for helpful discussions and
suggestions. Dr. David VanderVelde and Dr. Scott Ross are acknowledged for NMR assistance.
References
[i]. Bohlmann F, Jakupovic J. Phytochem. 1980; 19:259–265.
[ii]. Bohlmann F, Zdero C, Jakupovic J, Robinson H, King RM. Phytochem. 1981; 20:2239–2244.
[iii]. For representative investigations of presilphiperfolane biosynthesis by isotopic incorporation
studies, see the following and references therein: Hanson JR. Pure Appl. Chem. 1981; 53:1155–
1162. Wang C-M, Hopson R, Lin X, Cane DE. J. Am. Chem. Soc. 2009; 131:8360–8361.
[PubMed: 19476353]
[iv]. For reports describing the rearrangement of presilphiperfolanols to related sesquiterpene natural
products, see: Coates RM, Ho Z, Klobus M, Wilson SR. J. Am. Chem. Soc. 1996; 118:9249–
Hong and Stoltz Page 4
Angew Chem Int Ed Engl. Author manuscript; available in PMC 2013 September 17.
$watermark-text
$watermark-text
$watermark-text
9254. Weyerstahl P, Marschall H, Seelmann I, Jakupovic J. Eur. J. Org. Chem. 1998:1205–1212.
Davis CE, Duffy BC, Coates RM. J. Org. Chem. 2003; 68:6935–6943. [PubMed: 12946133]
[v]. a) Melching S, König WA. Phytochem. 1999; 51:517–523.b) Melching, S. Ph.D. Thesis.
Universität Hamburg; Apr. 1999 Isolierung, Strukturaufklärung und stereochemische
Untersuchungen neuer sesquiterpenoider Verbindungen aus vier Chemotypen des Lebermooses
Conocephalum conicum.
[vi]. a) Pinto SC, Leitão GG, Bizzo HR, Martinez N, Dellacassa E, dos Santos FM Jr. Costa FLP, de
Amorim MB, Leitão SG. Tetrahedron Lett. 2009; 50:4785–4787.b) Joseph-Nathan P, Leitão SG,
Pinto SC, Leitão GG, Bizzo HR, Costa FLP, de Amorim MB, Martinez N, Dellacassa E,
Hernández-Barragán A, Pérez-Hernández N. Tetrahedron Lett. 2010; 51:1963–1965.
[vii]. a) Weyerstahl, P. Newer Trends in Essential Oils and Flavours. Dhar, KL.; Thappa, RK.;
Agarwal, SG., editors. Tata McGraw-Hill Publishing Company Ltd.; New Delhi: 1993. p.
24-41.b) Marco JA, Sanz-Cervera JF, Morante MD, Vicente Garcia-Lliso J, Vallès-Xirau J.
Jakupovic. Phytochem. 1996; 41:837–844.
[viii]. For computational studies exploring the presilphiperfolanol biosynthetic pathway, see: Wang
SC, Tantillo DJ. Org. Lett. 2008; 10:4827–4830. [PubMed: 18823123] Barquera-Lozada JE,
Cuevas G. J. Org. Chem. 2011; 76:1572–1577. [PubMed: 21338132]
[ix]. For studies describing presilphiperfolane biosynthetic gene clusters, see: Pinedo C, Wang C-M,
Pradier J-M, Dalmais B, Choquer M, Le Pêcheur P, Morgant G, Collado IG, Cane DE, Viaud M.
ACS Chem. Biol. 2008; 3:791–801. [PubMed: 19035644]
[x]. Pinto SC, Leitão GG, de Oliveira DR, Bizzo HR, Ramos DF, Coelho TS, Silva PEA, Lourenço
MCS, Leitão SG. Nat. Prod. Comm. 2009; 4:1675–1678.
[xi]. González-Coloma A, Valencia F, Martín N, Hoffmann JF, Hutter L, Marco JA, Reina M. J.
Chem. Ecol. 2002; 28:117–129. [PubMed: 11868669]
[xii]. a) Collado IG, Aleu J, Macías-Sánchez AJ, Hernández-Galán R. J. Chem. Ecol. 1994; 20:2631–
2644.b) Collado IG, Aleu J, Macías-Sánchez AJ, Hernández-Galán R. J. Nat. Prod. 1994;
57:738–746.
[xiii]. Presilphiperfolanol-derived natural products with oxidized core structures have been discovered.
See: Bohlmann F, Ziesche J, Gupta RK. Phytochem. 1982; 21:1331–1334. Mericli AH, Mericli
F, Jakupovic J, Bohlmann F, Dominguez XA, Vega HS. Phytochem. 1989; 28:1149–1153. Yang
J-L, Liu L-L, Shi Y-P. Tetrahedron Lett. 2009; 50:6315–6317.
[xiv]. To our knowledge, the rearrangement of β-caryophyllene or β-caryophyllene derivatives in
biomimetic reactions has not produced any of the presilphiperfolanol natural products. For
representative studies, see the following and references therein: Fitjer L, Malich A, Paschke C,
Kluge S, Gerke R, Rissom B, Weiser J, Noltemeyer M. J. Am. Chem. Soc. 1995; 117:9180–
9189. Shankar S, Coates RM. J. Org. Chem. 1998; 63:9177–9182.
[xv]. The rearrangement of isocaryophyllene with Brønsted or Lewis acids has yielded unnatural
isomeric presilphiperfolanol derivatives. For representative studies, see the following and
references therein: Gollnick K, Schade G, Cameron AF, Hannaway C, Roberts JS, Robertson JM.
J. Chem. Soc., Chem. Commun. 1970:248–249. Khomenko TM, Bagryanskaya IY, Gatilov YV,
Korchagina DV, Gatilova VP, Dubovenko ZV, Barkhash VA. Zh. Org. Khim. 1985; 21:677–678.
Russ. J. Org. Chem. (Engl. Transl.). 1985; 21:614–615. c) Also see ref. xii.
[xvi]. Weyerstahl P, Marschall H, Schulze M, Schwope I. Liebigs Ann. 1996:799–807.
[xvii]. Gilbert, MW. Ph.D. Thesis. University of British Columbia; Jun. 2002 Carbocycle Construction
in Terpenoid Synthesis. The Total Synthesis of (±)-Sarcodonin G and (±)-1-Epi-9-
Norpresilphiperfolan-9-one.
[xviii]. a) Weyerstahl P, Marschall H, Schröder M, Wahlburg H-C, Kaul VK. Flavour Fragr. J. 1997;
12:315–325.b) Menut C, Lamaty G, Weyerstahl P, Marschall H, Seelmann I, Amvam Zollo PH.
Flavour. Fragr. J. 1997; 12:415–421.
[xix]. Osawa E, Aigami K, Takaishi N, Inamoto Y, Fujikura Y, Majerski Z, von P, Schleyer R, Engler
EM, Farcasiu M. J. Am. Chem. Soc. 1977; 99:5361–5373.
[xx]. a) Hong AY, Krout MR, Jensen T, Bennett NB, Harned AM, Stoltz BM. Angew. Chem. 2011;
123:2808–2812.Angew. Chem. Int. Ed. 2011; 50:2756–2760.b) Hong AY, Bennett NB, Krout
MR, Jensen T, Harned AM, Stoltz BM. Tetrahedron. 2011; 67:10234–10248. [PubMed:
Hong and Stoltz Page 5
Angew Chem Int Ed Engl. Author manuscript; available in PMC 2013 September 17.
$watermark-text
$watermark-text
$watermark-text
22347731] c) Bennett NB, Hong AY, Stoltz BM. Org. Biomol. Chem. 2012; 10:56–59.
[PubMed: 22009489]
[xxi]. Carbamate 15 was prepared from commercial 2-methyl-2-vinyloxirane by modification of
reported procedures. See: Satake Y, Nishikawa T, Hiramatsu T, Araki H, Isobe M. Synthesis.
2010; 12:1992–1998. Heller ST, Sarpong R. Org. Lett. 2010; 12:4572–4575. [PubMed:
20857922]
[xxii]. Substituted allylic carbamates have been used by Trost to achieve O-acylation of enolates under
different reaction conditions. See: Trost BM, Xu J. J. Org. Chem. 2007; 72:9372–9375.
[PubMed: 17963405]
[xxiii]. Mander LN, Sethi SP. Tetrahedron Lett. 1983; 24:5425–5428.
[xxiv]. a) Behenna DC, Stoltz BM. J. Am. Chem. Soc. 2004; 126:15044–15045. [PubMed: 15547998]
b) Mohr JT, Behenna DC, Harned AM, Stoltz BM. Angew. Chem. 2005; 117:7084–7087.Angew.
Chem. Int. Ed. 2005; 44:6924–6927.c) Behenna DC, Mohr JT, Sherden NH, Marinescu SC,
Harned AM, Tani K, Seto M, Ma S, Novák Z, Krout MR, McFadden RM, Roizen JL, Enquist JA
Jr. White DE, Levine SR, Petrova KV, Iwashita A, Virgil SC, Stoltz BM. Chem. Eur. J. 2011;
17:14199–14223. [PubMed: 22083969]
[xxv]. a) von Matt P, Pfaltz A. Angew. Chem. 1993; 105:614–615.Angew. Chem. Int. Ed. Engl. 1993;
32:566–568.b) Sprinz J, Helmchen G. Tetrahedron Lett. 1993; 34:1769–1772.c) Dawson GJ,
Frost CG, Williams JMJ, Coote SJ. Tetrahedron Lett. 1993; 34:3149–3150.
[xxvi]. a) Tani K, Behenna DC, McFadden RM, Stoltz BM. Org. Lett. 2007; 9:2529–2531. [PubMed:
17536810] b) Krout MR, Mohr JT, Stoltz BM. Org. Synth. 2009; 86:181–193. [PubMed:
20072718]
[xxvii]. For examples of the asymmetric alkylation of vinylogous esters or thioesters in the synthesis of
natural products from our laboratory, see: White DE, Stewart IC, Grubbs RH, Stoltz BM. J. Am.
Chem. Soc. 2008; 130:810–811. [PubMed: 18163634] Levine SR, Krout MR, Stoltz BM. Org.
Lett. 2009; 11:289–292. [PubMed: 19093809] Petrova KV, Mohr JT, Stoltz BM. Org. Lett. 2009;
11:293–295. [PubMed: 19093836]
[xxviii]. For a related example of the asymmetric alkylation of vinylogous thioesters, see: Trost BM,
Bream RN, Xu J. Angew. Chem. 2006; 118:3181–3184. Angew. Chem., Int. Ed. 2006; 45:3109–
3112.
[xxix]. For selected IMDA reviews, see: Bear BR, Sparks SM, Shea KJ. Angew. Chem. 2001;
113:864–894. Angew. Chem. Int. Ed. 2001; 40:820–849. Nicolaou KC, Snyder SA, Montagnon
T, Vassilikogiannakis G. Angew. Chem. 2002; 114:1742–1773. Angew. Chem. Int. Ed. 2002;
41:1668–1698. Takao, K.-i.; Munakata, R.; Tadano, K.-i. Chem. Rev. 2005; 105:4779–4807.
[PubMed: 16351062] Juhl M, Tanner D. Chem. Soc. Rev. 2009; 38:2983–2992. [PubMed:
19847335]
[xxx]. A related IMDA cycloaddition for the construction of an analogous tricyclic system with an
activated alkyne has been reported. See: Evanno L, Deville A, Bodo B, Nay B. Tetrahedron Lett.
2007; 48:4331–4333.
[xxxi]. Relevant IMDA studies performed by Jung and Corey demonstrated that the
diastereoselectivity of normal-demand Type I IMDA reactions can be reversed by substituting
enone dienophiles with their corresponding sterically demanding cyclic ketal derivatives. See:
Jung ME, Halweg KM. Tetrahedron Lett. 1981; 22:3929–3932. Corey EJ, Magriotis PA. J. Am.
Chem. Soc. 1987; 109:287–289.
[xxxii]. Krenske EH, Perry EW, Jerome SV, Maimone TJ, Baran PS, Houk KN. Org. Lett. 2012;
14:3016–3019. [PubMed: 22630569]
[xxxiii]. Our IMDA substrate does not fit neatly into the Type I or Type II IMDA classification,
making prediction of the reaction outcome less straightforward.
[xxxiv]. a) Satoh M, Nomoto Y, Miyaura N, Suzuki A. Tetrahedron Lett. 1989; 30:3789–3792.b) Wu
JY, Moreau B, Ritter T. J. Am. Chem. Soc. 2009; 131:12915–12917. [PubMed: 19702262] c) Ely
RJ, Morken JP. J. Am. Chem. Soc. 2010; 132:2534–2535. [PubMed: 20136142] d) Ely RJ,
Morken JP. Org. Synth. 2011; 88:342–352.
[xxxv]. See Supporting Information for additional details and experimental procedures.
Hong and Stoltz Page 6
Angew Chem Int Ed Engl. Author manuscript; available in PMC 2013 September 17.
$watermark-text
$watermark-text
$watermark-text
[xxxvi]. Luchaco-Cullis CA, Mizutani H, Murphy KE, Hoveyda AH. Angew. Chem. 2001; 113:1504–
1508.Angew. Chem. Int. Ed. 2001; 40:1456–1459.
[xxxvii]. Murray RW, Singh M. Org. Synth. 1997; 74:91–96.
[xxxviii]. CCDC 889569 (1) and CCDC 889570 (21b) contain the supplementary crystallographic data
for this paper. These data can be obtained free of charge from The Cambridge Crystallographic
Data Centre via. www.ccdc.cam.ac.uk/data_request/cif
[xxxix]. Crabtree RH, Davis MW. J. Org. Chem. 1986; 51:2655–2661.
[xl]. Kotoku N, Sumii Y, Kobayashi M. Org. Lett. 2011; 13:3514–3517. [PubMed: 21651309]
[xli]. Unfortunately, attempts to obtain samples or spectra of naturally isolated presilphiperfolan-1-ol
(1) were unsuccessful.
[xlii]. An X-ray crystal structure for a synthetic compound with the same structure as our synthetic 1
(prepared from isocaryophyllene) was reported by Khomenko and associates (see ref. xvb). Our
NMR data for synthetic 1 matches the spectral data for Khomenko’s synthetic 1 but not the
spectral data for König’s reported natural 1.
Hong and Stoltz Page 7
Angew Chem Int Ed Engl. Author manuscript; available in PMC 2013 September 17.
$watermark-text
$watermark-text
$watermark-text
Figure 1. Presilphiperfolanyl (Prebotrydialyl) Cations as Key Intermediates in the Biosynthesis
of Diverse Sesquiterpenes
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Figure 2. Synthetic Strategy Toward the Presilphiperfolane Core
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Figure 3. Biosynthetic Proposal for the Formation of 2, and Structural Revision of 1
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Scheme 1. Gram-Scale Synthesis of Acylcyclopentene 11 and IMDA
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Scheme 2. Revised Synthetic Approach to Presilphiperfolane Core
Hong and Stoltz Page 12
Angew Chem Int Ed Engl. Author manuscript; available in PMC 2013 September 17.
$watermark-text
$watermark-text
$watermark-text
Scheme 3. Synthesis of the Reported Structures of 9-epi-Presilphiperfolan-1-ol (2) and
Presilphiperfolan-1-ol (1)
Hong and Stoltz Page 13
Angew Chem Int Ed Engl. Author manuscript; available in PMC 2013 September 17.
$watermark-text
$watermark-text
$watermark-text
